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REMARKS / ARGUMENTS 

By the present amendment, previous claims 2-5, 9-10, 12-19, 32-44, 46-52, 54-55 and 57-58 
have been deleted and claims 6-7, 11, 20, 23, 31 and 53 have been amended. Claims 1, 6-8, 
11, 20-31, 45, 53 and 56 are pending in the application. The amendments to the claims have 
been made without prejudice. Applicant reserves the right to pursue any of the deleted subject 
matter in a further divisional, continuation or continuation-in-part application. The Preliminary 
Amendment does not contain new matter. 

Pages 9-13 of the specification have been amended. The Applicant respectfully submits that no 
new subject matter was added by way of these amendments. The specification on page 9, line 
15 was amended to provide that the chemotherapeutic drug subject to multi-drug resistance by 
P-gp includes anthracycline and doxorubicin or an analog thereof. Support for this amendment 
can be found from cancelled claims 9-10, 33-34, 36-37, 46-47, 57-58 and 54-55 and from the 
description as filed. For example, please see page 2, lines 3-6 and the paragraph on page 4 at 
line 1 including Table 2. 

In addition, the paragraph on page 10, line 4 was amended. Support for this amendment can 
be found in cancelled claims 3-5. 

The paragraph on page 10, line 19 was amended. Support for this amendment can be found in 
cancelled claim 16. 

Also, the paragraph on page 11, line 17 was amended. Support for this amendment can be 
found in cancelled claims 32-44. 

Finally, the description at page 12, line 1 was amended. Support for this amendment can be 
found in cancelled claims 15-19, 39-44 and 48-52. 

Entry of the above Preliminary Amendment is respectfully requested. The claim fees are being 
presently paid. 



10 



International Appl. No. PCT/CA2004/000033 
Amdt. Dated July 18. 2005 



Should the Examiner like to discuss the matter, he/she is kindly requested to contact Tina 
Loucaides at 416-957-1684 at his/her convenience. 

Respectfully submitted, 



BERESKIN & PARR 




Katina Loucaides 
Reg. No. 56,622 



Bereskin & Pan- 
Box 401 , 40 King Street West 
Toronto, Ontario 
Canada M5H3Y2 
Tel: 416-957-1684 
Fax: 416-361-1398 
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Amendments to the Specification : 

*Marked-up Version* 
Please amend the paragraph at page 9, line 10 as follows: 

- The invention relates to a pharmaceutical composition comprising i) ketotifen or an analog 
thereof and ii) a chemotherapeutic drug subject to multi-drug resistance by P-gp, preferably an 
anthracycline, more preferably doxorubicin or an analog thereof. The term subject to multi-drug 
resistance means that the chemotherapeutic drug's efficacy is reduced, or may become 
reduced, in a subject, tissue or cell because of clinical drug resistance associated with multi- 
drug resistance. For example, a chemotherapeutic drug subject to multi-drug resistance by P- 
gp includes anthracycline and doxorubicin or an analog thereof. A person skilled in the art can 
assess whether a chemotherapeutic drug is subject to multi-drug resistance by P-gp. For 
example, the chemotherapeutic drugs to be tested can be incubated with cells, such as 
P388/adr murine leukemia cells and normal P388 cells as a control. If there is reduced killing of 
the P388/adr murine leukemia cells as compared to the controls (e.g. normal P388 cells or 
chemotherapeutic drugs known not to be subject to multi-drug resistance) then the 
chemotherapeutic agent is subject to multi-drug resistance. In order to determine whether the 
multi-drug resistance is by P-gp the cells can be stained with a P-gp antibody, such as MRK-16, 
and the expression of P-gp can be compared to controls. A person skilled in the art will 
appreciate that other cell lines could be used, such as comparing the toxicity of the 
chemotherapeutic agent and P-gp staining in normal MCR-7 cells versus MCF-7/adr cells. - 

Please amend the paragraph at page 10, line 4 as follows: 

- The pharmaceutical composition of the present invention is useful for treating cance r and 
reducing ne oplasia and/or abnormal, uncontrollable cell growth and division . The 
pharmaceutical composition is also useful for i) circumventing , preventing, or treating multi-drug 
resistance in an animal and ii) preventing a chemotherapeutic drug subject to multi-drug 
resistance by P-gp, preferably anthracycline, more preferably doxorubicin or an analog thereof 
induced cardiac tissue damage in an animal. The pharmaceutical composition is also useful in 
preventing or treating multi-drug resistance in cancer cells, tumors or neoplasia. The 
anthracycline protective effects and reversal of MDR were unknown prior to this invention. - 
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Please amend the paragraph at page 10, line 19 as follows: 

- The invention also includes a method for treating cancer in an animal, comprising 
administering to the animal an effective amount of the pharmaceutical composition of the 
invention or the agents of the kit of the invention. The cancer can be a solid tumor A et-a 
hematological malignancy , or cells overexpressinq P glycoprotein . - 

Please amend the paragraph at page 11, line 17 as follows: 

- The invention also includes the use of the pharmaceutical compounds and compositions of 
the invention as a pharmaceutical substance for treating cancer in an animal, for i) preventing or 
treating multi-drug resi stance in an animal or ii) preventing a chemotherapeutic drug subject to 
multi-drug resistance bv P-qp induc ed cardiac tissue damage in an animal, for the preparation 
of a medicament for tr eatment of cancer, or for preventing or treating multi-drug resistance in 
cancer cells, tumors or neoplasia, preferably for thejreatment of multi-drug resistance. - 

Please amend the paragraph at page 12, line 1 as follows: 

- As mentioned above, one embodiment of the invention is a pharmaceutical composition for 
use in treating cancer. The invention also contemplates methods for treating cancer by 
administering compounds of the invention (for example, ketotifen and doxorubicin) to an animal. 
P-gp is found in a variety of leukemias and solid tumors [301. The term cancer includes, without 
limitation, a solid tumor , a hematological malignancy or cells overexoressing P glycoprotein. The 
term cancer also includes any cancer including, without limitation, ovarian cancer, pancreatic 
cancer, head and neck cancer, squamous cell carcinoma, gastrointestinal cancer, breast cancer 
(such as carcinoma, ductal, lobular, and nipple), prostate cancer, non small cell lung cancer, 
Non-Hodgkin's lymphoma, multiple myeloma, leukemia (such as acute lymphocytic leukemia, 
chronic lymphocytic leukemia, acute myelogenous leukemia, and chronic myelogenous 
leukemia), brain cancer, neuroblastoma, and sarcomas. [32-36] In a preferred, example the 
cancer cell overexpresses P-glycoprotein. - 
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